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MEETING HELD AT In the past three years Mr. Pile had operated on 5 children because of respiratory difficulty arising -as a result of rapid increase in size of congenital cysts.
One 6 weeks' old baby died following operation and one case died of respiratory difficulty while -awaiting operation. A further 3 cases are still under observation and it is clear that this condition is not as rare as had been supposed. The ages of the children at operation were: 6 weeks, 9 weeks, 3l years, 11 years, 13 years.
[Full report will appear elsewhere.]
Experiences with Retrolental Fibroplasia in Oxford
By MARY W. COXON, M.B., D.C.H.
THE following is a brief account of our experience of retrolental fibroplasia in Oxford. In all, 25 babies born in the United Oxford Hospitals have been known to develop retrolental fibroplasia, and recently 3 cases have been admitted from other hospitals for treatment.
The first example presented itself in the out-patient department in November 1949 as a case of mental defect with gross nystagmus. We referred the child to Mr. A. C. L. Houlton of the Oxford Eye Hospital who provisionally diagnosed retrolental fibroplasia but considered that an eye should be enucleated to exclude retinoblastoma.
By March 1950 7 further cases were seen in the course of a routine follow-up of premature babies. All were in the late stages of the disease and eyes were enucleated from 3 of these to exclude retinoblastoma. Of these 8 early cases, five were blind, 1 retained perception of light in one eye and 2 will probably have useful though defective vision. Nystagmus was a striking feature of all these cases.
In the light of this group Dr. B. A. Bembridge and Mr. C. R. S. Jackson of the Nuffield Laboratory of Ophthalmology, decided to re-examine all accessible specimens of eyes enucleated from young children in the Oxford Eye Hospital. In this way 3 further cases were traced, 1 born in 1947 and 2 in 1948. These had been previously diagnosed as pseudogliomata. No case earlier than 1947 was found.
It was also decided to examine the eyes of all surviving premature babies born in the Oxford Hospitals It was decided to examine the eyes of all babies weighing 5 lb. and under at birth, before they left hospital, and to keep them under observation for six months after discharge. At a special clinic they were seen monthly for two months and then two monthly until reaching 6 months of age. From early in 1951 and up to the present time infants were seen at weekly intervals while in hospital, the first examination being made as soon after birth as the clinical condition permitted. On leaving hospital they are seen at weekly or fortnightly intervals until 3 months old, then at monthly intervals until 6 months old. Infants showing any abnormality are seen twice weekly, or even daily. All examinations are made under 1 % homatropine in 2 % cocaine, the child being given a teat to suck. At no time has general anesthesia been used and on only two occasions has a local anesthetic been given to permit fixation forceps being used. Dr. Bembridge undertook to section the eyes of all fresh stillbirths and neonatal deaths amongst prematjire babies in an attempt to elucidate the early pathological changes in the retina. Prophylactic Vitamin E In 1949 Owens and Owens published two series of cases, in one of which they claimed that vitamin E given prophylactically, prevented the development of retrolental fibroplasia, and in the second smaller series, that given in the early stages it arrested the disease process. On the evidence of these workers, from April 1950 a-tocopherol acetate, 150 mg. daily, was given to all premature,babies from a -week after birth to 6 months of age. This regime was continued until March 1951. Over this period of twelve months, 5 babies developed retrolental fibroplasia and there was no evidence that the severity of the disease was modified in any way. Vitamin E was also given to twins, from 6 months of age, who showed retinal folding and gross nystagmus, but no membrane formation. The disease did not progress and the children will probably have useful vision. The vitamin was not given until a time when the disease process was considered to be waning and the process was probably self-limiting. Of the 5 children with retrolental fibroplasia who received vitamin E from birth, 2 are blind, 1 partially sighted, 1 appeared to have good vision in one eye when last seen at 6 months of age; the fifth child has good vision in one eye but was treated with ACTH in addition, though treatment was started at a time which we would now regard as too late to prevent serious scarring.
Also arising from Owens and Owens' work, it was suggested that excessive use of water-miscible vitamins A and D and iron salts, might be associated with the increased incidence of retrolental fibroplasia. Delayed introduction of iron preparations until the eighth week, in the absence of anxmia, has been practised in Oxford hospitals since 1950.
The Effect of Oxygen Therapy
In considering possible changes in the early care of premature babies which might affect the development of retrolental fibroplasia, one of the most striking appeared to be the increased use of oxygen therapy over the previous five years, and the greatly improved apparatus for administering oxygen. "Oxygenaire" tents were used in the Oxford hospitals and at this time (1950) all babies developingrretrolental fibroplasia had been nursed in these tents. It was decided to reduce the amount ofoxygen given to premature babies to the minimum necessary to prevent cyanosis. Jackson.(1951) repeatedly sampled tents in use at the hospital and found that as used at that time (i.e. the tent with lid closed being flushed with 02 at a flow of 6 litres per minute for two to three minutes, followed by a flow of 1 litre per minute) there resulted a concentration of 75-80% of oxygen developing rapidly and being maintained until the tent was next opened, usually in about three hours' time. The CO2 concentration did not rise above 0-01 %; the oxygen concentration was considerably reduced by partially opening the tent lid, and it has been our practice since 1950 to nurse all babies in tents with lids open at least i in., the concentration of oxygen being adjusted to between 30 and 40%.
Attempts to produce retrolental fibroplasia in newborn rabbit litters by exposing-them to simi6loxygen concentrations were unsuccessful. The rabbit was chosen because, anatomically and, develk:
.mentally, the eye closely resembles that of the human. In 1951 Szewczyk of St. Louis publish$", paper in which he claimed that excessive oxygen administration or sudden deprivation of oxygen V the cause of retrolental fibroplasia. Retinal changes characteristic of the condition were saicvs develop immediately on removing the infants from incubators and to be reversed by retupning infant to a high oxygen concentration. Our experiences have not confirmed this. Retinal changes4some cases have occurred seven weeks after discontinuing oxygen in any form and never less than twt weeks after the babies have been removed from tents. In 2 cases the infants have been returned to a concentration of 60% of oxygen when early signs of retrolental fibroplasia appeared, but in neither case did the retinal changes retrogress. For the past two years it has been our practice to reduce oxygen gradually.
The Use of ACTH
In November 1950 the first use of ACTH was described by Dr. Richard Day at the Presbyterian Hospital, New York, who gave us details of the cases he had treated. Our next case was diagnosed in November 1950. The child was treated for seventy-two days and a total of over 1 gramme of ACTH was used. We now regard such an extensive course as unnecessary and our recent practice is to give a daily dosage of 20-30 mg., depending on the weight of the child, for fourteen days, and to repeat this course if further progress of the disease occurs. 12 cases have now been treated with ACTH. One child died of gastro-enteritis during a ward epidemic. Control cases were not used, as it was felt unjustifiable to withhold any remedy which might prevent the disastrous consequences of the fully developed disease. While the number of cases is very small the following comparison may be drawn between the 11 cases receiving ACTH, and the preceding 12 consecutive untreated cases. In the untreated cases 7 children are blind, 2 partially sighted, 2 have .seriously defective vision with marked nystagmus and 1 retains good vision in one eye. Of the 11 surviving treated cases, no child is blind, but there are two blind eyes in the first 2 children treated.
In both these cases, it is now felt that treatment was started too late.
The complications of ACTH therapy seem mainly to be attributable to hospitalization rather than 'specific effects of the hormone. Hypertension developed during treatment in all cases, reaching alarming heights in 2. In all cases this has been within normal limits six weeks after ACTH has been stopped.
In May 1952 Reese et al. and Lamotte et al. (1952) published larger series of cases treated with ACTH. Reese concluded that it had no effect on the progress of the disease while Lamotte considered it worthy of further trial.
Section of Padiatrics 865 SUMMARY
In Oxford our present practice is to keep the eyes of all premature babies, weighing 5 lb. or less at birth, under close observation for the first six months of life. Oxygen administration is limited to the -minimum necessary to prevent cyanosis; it is reduced gradually, and the concentration of Os main--tained at 30 and 40 %. When retrolental fibroplasia is diagnosed a course of ACTH is given.
SZEWCZYK, T. S. (1951) Amer. J. Ophthal., 34, 1649. 'The Factor of nheritance in Convulsive Disorders in Childhood [Abridged] By CHRISTOPHER OUNSTED, D.M., D.C.H.
HIPPOCRATES asserted that an inherited diathesis rendered the scions of epileptic fathers liable to suffer from fits. His views gradually became general in Western Europe, either displacing, or merging with the older concept of demoniacal possession. Boethius reported that the ancient Scots gelded male *epileptics and that an affected woman was "kept from all company of men; and if by chance, having some such disease, she were found to be with child, she and her brood were buried alive; and this was done for the common good lest the whole nation should be injured or corrupted". The milder Swedes have forbidden marriage to persons with idiopathic epilepsy since 1757. Similar laws have «en made in Germany in this century. Modern authors have found that a constitutional tendency to suffer from fits is evident not only 'pilepsy but also in febrile convulsions (Lennox, 1949), eclampsia (Rosenbaum and Maltby, 1943) , 'sthetic convulsions (Williams and Sweet, 1944) , convulsions following minor brain injury (Bridge, 9) . Phe emphasis placed on the aetiological force of the inherited factor varies widely. This appears to due in part to selective sampling. Thus, some studies are based on epileptics in institutions, others n epileptics with associated mental deficiency, others on series of dizygous and monozygous twins, and others on patients whose seizures are provoked by fever.
We are trying to learn something about the natural history of convulsive disorders of children in Oxford, and, to that end, we are collecting a fresh series of consecutive cases. The material presented here is a pilot analysis of the family histories of the first 337 children entering the sample.
The nature of the sample.-We have tried to cast our net as widely as possible, and to collect a representative sample of all the convulsive disorders of young children as seen in general practice, in institutions, in the children's wards and out-patient clinics, in infant welfare clinics and as encountered by health visitors.
No selection of cases was made. The occurrence of any sort of convulsive disorder was the sole -condition of entry to the series.
Drawing the family tree.-The only relations considered were the full siblings, parents, aunts, uncles and grandparents of the propositi. A history was accepted as positive if a clear history of a fit was obtained; where doubt existed about the nature of the attack the relative was excluded. The Results (a) Incidence ofpositive histories.-There were 337 children in this sample. 4 of these children were of unknown parentage, and a further 6 were the illegitimate offspring of fathers unknown. There were thus 327 whole family trees and a further 6 half-trees available.
Of the 333 propositi with whole or half-trees, 130 had a kinsman with a clear history of a convulsive disorder. Thus the incidence of children with positive family histories was 39 %.
(b) The source of the positive histories.- Table I shows the source of the positive history in the 130 children with evidence of familial taint. The striking feature of the figures is the disparity of incidence between the maternal (distaff) and the paternal (spear) sides of the family tree; 25 % had an affected .relative on the distaff side, compared with 9*2 % on the spear side. This disparity was seen again when the incidence of convulsive disorders in parents was considered. The incidence of affected mothers 'was 8 1 %, that of affected fathers was 3*1 %. In both cases the incidence of the taint was 2j times Sgreater on the maternal than on the paternal side of the family.
